Studies in vitro have revealed that haloperidol is a very potent inhibitor of glutamate dehydrogenase (GDH); brain and liver enzyme being differentially affected depending upon de nucleotide used to measure enzyme activity. Studies were conducted to explore the in vivo effect on rats of pharmacological doses of the drug, during acute and chronic treatments.Acute treatment consisted in a single ip injection of haloperidol (1 mg/kg) and killing after l and 2 h; in the chronic studies the animales received a daily ip injection o f 0.5 mg/ kg for 4 days and were sacrificed on the 5th day. The enzyme was tested in the crude mitochondria1 fraction isolated from two brain regions (cortex and striaturn) and from liver.Although the in vitro effect was confirmed, mainly with NADH as cofactor, we could not find any inhibition on GDH in brain or liver mitochondria after any in vivo treatment. A variety of radiolabelled compounds, including purine and pyrimidine derivatives, choline analogues, biogenic amines and transmitter amino acids, were examined as candidates for transport into purified Torpedo synaptic vesicles at 26OC; uptake was assessed by post-incubation separation of occluded label by column gel filtration. Concentrative accumulation, indicated by a vesicle to medium ratio of >1, was exhibited by a l l the nucleotides, choline analogues and amines used. Amino acids penetrated poorly, sugars achieved only equilibration, and of organic anions, acetate but not citrate, was excluded. Thus Torpedo vesicles are relatively impermeable to compounds which cannot utilise the ATP or ACh carriers, both of which have wide specificity. Amine penetration is strongly dependent of pH, and an anion carrier of low affinity cannot be discounted. ( A b s t r a c t w i t h d r a w n ECYT-2347-a new dibenzodioxazocin der i v a t i v e , w i t h considerable a n t i c h o l i n e p g i c activity-proved t o be a s e l e c t i v e , non-compe t i t i v e i n h i b i t o r o f butyrylcholinesterase/BuChE/.Its 1 0 v a l u e is 40uM and 0.2-on t h e a c e t y l c z o l i n e s t e r a s e /AChE/ and BuChE, r e s p e c t i v e l y . This sel e c t i v e i n h i b i t i o n makes t h i s compound e s p e c i a l l y s u i t a b l e f o r t h e s e p a r a t e measurements of t h e a c t i v i t y o f AChE and BuChE i n , a mixture and even i n t i s s u e segments.Furthermore EGYT-2347 i s a sens i t i v e fluorescence probe / e x c i t a t i o n 290nm, emission 410nm/ as demonstrated in binding s t u d i e s t o the ACh-receptor and t h e c h o l i n e s t e r a s e s . Proton translocating activity has been implicated in the storage mechanisms of aminergic granules; its involvement in cholinergic vesicles was examined in this study. Variations in external pH (5.5-8.0) did not affect retention of ACh or ATP in isolated Torpedo vesicles, but modified the uptake of ATP. Nigericin or FCCP + valinomycin released most of the endogenous ACh and ATP content by a temperature-sensitive process most effective at alkaline pH. FCCP alone also inhibited uptake of ATP and reduced its pH sensitivity with little effect on ACh uptake. Inhibitors of MgZ+-ATPase similarly inhibited ATP uptake preferentially. A small proton gradient could be measured; it is suggested that,if any,its primary effect is upon ATP retention, rather than uptake, and its influence on ACh storage is secondary.
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i v a t i v e , w i t h considerable a n t i c h o l i n e p g i c activity-proved t o be a s e l e c t i v e , non-compe t i t i v e i n h i b i t o r o f butyrylcho-
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